USSN - 10/071,214 



REMARKS 

i Forma l Matters 

rr^T^Iminer is thanked for rejoining group II. The 

Ex aminer" is remind that once a claim of ^ J - <^ 
patentable, groups III and IV should be roomed. Likewise, 
species restriction should be withdrawn. 

12 A sequence identifier has been added to claim 
xY The Examiner is thanked for calling our attention to 
page IB, Una 30-s recitation of amino acids - 7 to 224 of* » 

i/i iinp=! 31-32, active human SCCh, 
as explained on page 14, lines Ji 

corresponds to AAs 2,-33 in SEQ ID N0:2. The K<Lys, is 
referred to as AA »-l" at PI*. L21 because it mediately 

j „f ,k. active protein. However, it 
precedes the first residue of the active ? 

I s AA 29 in SEQ ID N0:2. Thus AAs -7 to 22, of hu.an SCCE P 
L 30, are actually «s 23-253 of SEQ ID N0 : 2. Likewise, AAs 1-22 

32 have been corrected accordingly. 

The "Legend to Figures" has been revised as suggested by the 

TT The Exa m iner has marked up the PTO-1449 to indicate 
that ref. AF, WO00/58459 was not considered because »no 

translation" was provided. h 

Ref AF has an English language abstract which states The 
invention relates to a novel nucleic acid that encodes a serine 
protease inhibitor" . This gualif ies as the reguired "concise 
protease inn should have been 

explanation of relevance, and hence ret. 

considered. In this regard, note further that P4, L1S-17 of 
specification states that SCCE belongs to -the kallitrein group 

• ° £ Se rs n I ^explanation of relevance, we enclose an English 
translation of the claims of Ref. AF. 
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2. Description 

2.1. The Examiner concedes adequate written description for 
a gene encoding the protein of SEQ ID NO: 2 and for a gene 
comprising SEQ ID NO:l, but not for the recited nucleic acid 
fragments (then defined merely as "a significant part" of the 
coding sequence") . The term "significant part" was defined at 
P17, L2-3 as a nucleotide sequence encoding at least 50 amino 
acids of SEQ ID NO: 2, and thus, by implication, 150 nucleotides. 
SEQ ID NO: 2 itself is 253 amino acids long. In claims 4, 9 and 
10 we have deleted reference to "a significant part" . 

Claim 1 has been amended to recite only sequences which 
hybridize with the complementary sequence to the nucleotide 
sequence SEQ ID NO:l under at least stringent hybridization 
conditions. Basis for this limitation appears at P17, L13-15. 
The terms "stringent" is defined at P17, L23-28. Please note 
that the intent of this definition is to include "highly 
stringent" as a subset of "stringent", i.e., to include any 
target sequence which hybridizes to the probe (ID 1) at a 
temperature which is within 2 0°C of the Tm of the perfectly 
complementary, double stranded form of SEQ ID NO:l. Claim 29 has 
been similarly amended; see also new claim 59, referring to the 
genomic DNA sequence (SEQ ID NO: 3) . 

2.2. With respect to claims 21 and 22, the Examiner 
questions the basis for the transgenic mammals having a 
"predisposition for cancer" (OA p. 5, first full paragraph) . The 
Examiner is reminded that these are original claims, and that 
original claims provide their own description. See also the 
general teaching at P18, L36-38. 

2.3. The Examiner also questions the basis for "abnormal 
phenotype" (claims 21-28) in a mammalian embryo. (OA p. 5, 
second full paragraph.) We have cancelled claim 19, and amended 
claims 20-28 to omit reference to mammalian embryo. 
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■3. . Enablement 

3 i The Examiner proposes (OA pp. 7-9) to limit the claims 
to transgenic mice and to the SV40 promoter (we will address gene 

limitations later) . 

The Examiner cites Mullins to the effect that an expression 
construct which was successful in sheep was much less efficient 
(5-70 fold) in mice. We have limited the claims to transgenic 
mice, rats and rabbits, which moots Mullin. 

With regard to the promoter, the successful SV4 0 early 
promoter is one of a class of promoters known as "ubiquitous 
promoters", see P18, L10 . Several other promoters of this class 
are listed at P18, Lll-14. We respectfully urge that these 
promoters are more akin to SV40 early promoter than to the 
unsuccessful mouse/human certain 14 promoter, and hence should 
not be tarred with the same brush. We have limited the claims 
to "ubiquitous promoters" . 

3 2 The Examiner also rejects the claims for lack of 
enablement for nucleic acids encoding only a "significant part" 
of SEQ ID NO:2 (OA pp. 9-10) . We believe this amendment is moot 
in view of the deletion of "significant part" (claims 1 and 4) 
and introduction of the "hybridization" limitation (claim 1) or 
other structural limitations (claim 4) . 

3 3 The enablement rejection also questions coverage of 
variant proteins with at least 75% identity to SEQ ID NO (OA 
pp 9-10) The Examiner urges that the specification does not 
teach which regions to retain. (See OA page 10, lines 9-13, and 
paragraph bridging pp. 10-11) . 

As applied to claim 1, this rejection is moot as "variants- 
has been excised. The SCGEs must occur in nature, although^ the 
encoding DMA sequences need not, by virtue of clause (2) . 

Claim 4 covers mutants. However, claim 4 further recites 
that the encoded protein contain the partial sequence Q-X-C-X-G- 
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D-S. This is clearly not a requirement of a critical region. 
Thus, the rejection is not well taken as applied to claim 4. New 
claims 67-69, based on P15, L24-26, recite more stringent overall 
percentage identities (80%, 90%, 95%) - 

3.4. On page 10, last full paragraph, the examiner comments 
that the specification at P16, L30-31 does not teach which intron 
sequences may be desirable, or even necessary, to adequately 
express SCCE . 

However, Applicants disclose that the entire genomic DNA 
sequence "can be found using Gene Bank accession no AF 332583" 
(P5, L31), and it is also set forth in Table 1 (SEQ ID NO:3). 
A skilled worker can readily compare this sequence with the 
disclosed cDNA (SEQ ID NO:l) and protein (SEQ ID NO:2) sequence 
and thereby identify all the intron sequences. 

The human scce gene has six exons . Of these, one is non- 
coding, so the coding sequence has five exons and four introns . 

Thus, the number of intron sequences is small. It would be 
merely routine to omit these four sequences, one by one, from a 
genomic DNA expression construct and to determine the effect on 
expression. Likewise, it would be merely routine to add them, 
one by one, to a cDNA expression construct. Exhaustive testing 
of all possible combinations, from O to n, of n introns requires 
h! constructs. If n-4, n!=24, which does not seem to be a large 
number. 

As to where the introns would be placed, the skilled worker 
would naturally place them in between the same exons as in the 
genomic DNA. 

3.5. On pp. 11-12 (point 3) , the Examiner questions whether 
the transgenic mammal would exhibit a predisposition for cancer. 

As the Examiner points out, there was at the time of 
invention a general knowledge about overexpression of SCCE in 
ovarian cancer. The description at page 18, lines 36-38 and 
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further at page 20, lines 11-12, provides a disclosure of a 
cancer phenotype for the transgenic animals. Further, recent 
literature provides a discussion of the role of SCCE in cancer. 
Thus, Shigamasa (Int. J. Gynecol. Cancer 2001;11:454-461), 
Kyriakopoulou (Clin. Biochem 2003;36:135-143), US 6,303,318 and 
US 6,316,213 provide a discussion of overexpression of SCCE in 
ovarian cancer. Furthermore, US 6,294,344, US 2002/0146708 and 
US 2002/0142317 suggest a general role of SCCE in the development 
of cancer, including treatment of cancer characterized by over- 
expression of SCCE using SCCE inhibitors. 

The Examiner argues that because it had not been shown at 
the time of the invention that overexpression of SCCE alone will 
not cause cancer, and because the phenotype of a transgenic mouse 
was unpredictable, it would require undue burden for one skilled 
in the art to generate a transgenic mammal with a predetermined 
phenotype. The Applicant disagrees with this statement. It is 
long established in biological research on disease states, that 
certain gene products tend to be overexpressed, while others may 
be underexpressed. It is especially well established in the 
field of cancer research that overexpressed gene products are 
likely key agents in the biological pathway leading to the 
disease state. Some gene products may, if either under- or 
overexpressed, alone lead to a disease phenotype. However, there 
is a general consensus that for the common, complex diseases, 
complex interaction between several gene products, including 
their expression levels, are likely to be the underlying factors 
leading to disease. It would therefore at the time of the 
invention have been natural to assume that in the light of the 
established overexpression of SCCE in ovarian cancers, 
endogeneous SCCE would be a prime candidate for involvement in 
the pathogenesis of cancer in general, and ovarian cancer in 
particular. 
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3.6. Finally, on page 12 (point 4) , the Examiner challenges 
the specific coverage of a -mammalian embryo''. This rejection 
is moot in view of the amendment of claims 20-28 to delete 
"mammalian embryo" . 

4. Definiteness 

4.1. Claim 8 has been rewritten to avoid "Markush group" 

usage . 

4.2. Claim 11 has been rewritten to refer to AAs 23 through 
253, see discussion in §1.3. Note the corresponding correction 
of the specification and of claim 12. 

4.3. Claim 14 has been cancelled. Claim 15 has been 
amended to clarify the antecedent basis for the "sequence. 

Attached hereto is a marked-up version of the changes made 
to the specification and claims by the current amendment. The 
attached page is captioned " Version with markings to show changes 
made " . 

Respectfully submitted, 

BROWDY AND NE1MARK, P.L.L.C. 
Attorneys fp^7Apnlicc 




Iy0r P . Cooper 
Reg. No. 2 8,005 

Enclosure 

-English translation of the claims of Ref . AF 
624 Ninth Street, N.W. 
Washington, D.C. 2 0001 
Telephone: (202) 628-5197 
Facsimile: (2 02) 737-3528 
IPC : 1ms 

G : \ipc\n-q\Plou\Hansson3A\PTO AMENDMENT . WPD 
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VERSION WITH MARKINGS T O S HOW C HANGES MADE 

Tn the S p^i £ ication 

Paragraph beginning at line 24 of page 18 has been amended 

as follows: 

Preferably, the transgenic mammal or mammalian embryo 
according to the invention comprises a heterologous nucleotide 
sequence comprising a significant part of DNA sequence coding for 
human SCCE as shown in SEQ ID NO:l. The transgenic mammal or 
mammalian embryo according to the invention preferably comprises 
a nucleotide sequence coding for a significant part of the 
peptide shown in SEQ ID NO. 2 as defined above. In preferred 
embodiments, the DNA sequence codes for the peptide corresponding 
to amino acid no. -7 through no. 224 of human SCCF. (with the 
first ** of act ive human SC CE numbered "1"). which corresponds 
to *ag ?.3-253 of the amino acid sequence shown in SEQ ID NO. 
2[ U the peptide corresponding to amino acid no. 1 through no. 
224 of human SCCE, wh ich corresEond tn AAs 30-253 of the amino 
acid sequence shown in SEQ ID NO. 2j_ or the peptide shown in SEQ 
ID NO. 2. Presently preferred embodiments relate to transgenic 
mammals or mammalian embryos according to the invention, wherein 
the DNA sequence comprises the DNA shown in SEQ ID NO . 1 or the 
DNA sequence is SEQ ID NO:l. 

Paragraph beginning at line 13 of page 22 has been amended 

as follows: 

[A] Figure 3A : Real time quantitative PCR analyses of 
recombinant human scce mRNA in various tissue preparations from 
the transgenic lines #1010 (black bars) and #107 (empty bars) . 
Analyses in triplicate were carried out on RNA samples comprising 
pooled material from three animals from each line. The murine 
acidic ribosomal phosphoprotein P0 was used as internal standard. 
Mean and SD. 
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, a f linp 19 of paqe 22 has been amended 

Paragraph beginning at line ±y oi P^ yc 

as follows: 

[B ] Figure 3B ELI SA- analyses of SCCE-protein in various 
tissues from the transgenic lines #1010 (black bars) and #107 
{e , P ty bars) , and non- transgenic siblings (gray bars) . Analyses 
in triplicate were carried out on pooled extracts from three 
animals from each line and controls. Mean and SD. 

Paragraph beginning at line 32 of page 22 has been amended 

as follows: 

[A] Figure 4A: Immunoblot with SCCE-specif ic antibodies, 
reduced samples. Arrowheads denote, from top to bottom 
glycosylated pro-SCCE, mixture of unglycosylated pro-SCCE and 
glycosylated SCCE, and unglycosylated SCCE. Amount of sample 
applied corresponding to 0.1 mg and 4.5 mg of skin for Tg and Wt, 
respectively. 

*. i-i^,^ i of nacre 23 has been amended 
Paragraph beginning at line 1 or page u 

as follows: 

[B] Figure^: Zymography in 12.5% acryalmide gel with l« 
caS ein; non-reduced samples. Amount of sample applied 
corresponding to 0.4 mg and 4.5 mg of skin for Tg and Wt, 
respectively. Arrow denotes SCCE. 

In thP <-.laims: 

_ . . , . 8 _ 13 15-I8, 20-30 have been amended as 
Claims 1, 2, 4, » xj# x= j-o, 

follows: . 

1 (amended) . A non human transgenic mammal [or mammalian 

embr yo] w M ch_J^a ^odent selecte 1 fro, the grou p consisting of 
^_^^r^m^ having integrated within its genome a 
^^^^^^r^ (1) ^heterologous nucleotide 
sequence [comprising at least a significant part of a nucleotide 
sequence] coding for a stratum corneum chymotryptic enzyme (SCCE) 
[or a variant thereof] which hybridizes w ith the co m! ementary 
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se guence to the nucleot ide segugnge SEQ TP NO:1 under stringent 
h ^ridization mnditio n., or- (2) a heterologous nucleotide 
se guence wh^h gncode * the same amino acid sequence as that 
pnrn ded bv the heterologous nu cleotide seguence of (1) , operably 
linked to a nbiauitous p romoter that drives expression of said 
heterologous scce [or a variant thereof] in skin. 

2 (amended) . A non human transgenic mammal [or mammalian 
embryo] according to claim 1 wherein said operably linked 
ubiquitous promoter drives expression of scce [or a variant 
thereof] in epidermis. 

4 (amended) . A non human transgenic mammal [or mammalian 
embryo] according to claim 1 having integrated within its genome 
a heterologous nucleotide sequence comprising [at least a 
significant part of] a nucleotide sequence coding for a protein,. 
having serine rvrotease activity, with an amino acid sequence 
which has a sequence identity of at least 75% to the amino acid 
sequence shown in SEQ ID NO: 2 and which comprises [contains] the 
partial sequence [residue] X 3 -asparagine-X 4 -X 5 -X 6 X 7 -X B -serine 
gWn in SPio TP NO: 15 , wherein X 3 is any amino acid residue, X 4 
is any amino acid residue, X 5 is a cystein residue X 6 is any 
amino acid, X 7 is a glycine residue, X 8 is an aspartate residue, 
and the serine is the active serine residue characteristic of 
serine proteases, operably linked to a ubiquitous promoter that 
drives expression in skin. 

8 (amended) . A non-human transgenic mammal [or mammalian 
embryo] according to claim [7] 1 which is [selected from the 
group consisting of mice] a mouse. 

9 (amended) . A non human transgenic mammal [or mammalian 
embryo] according to claim 1, wherein the nucleotide sequence 
comprises [a significant part of] a DNA sequence coding for human 
SCCE as shown in SEQ IP NO:l. 

10 (amended) . A non human transgenic mammal [or mammalian 
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embryo] according to claim 1, wherein the nucleotide sequence 
codes for [a significant part of] the peptide shown in SEQ ID NO. 
2 . 

11 (amended) . A non human transgenic mammal [or mammalian 
embryo] according to claim 10, wherein the DNA sequence codes for 
the peptide corresponding to amino acid no. [-7] 23 through no. 
[224] 253 of the amino acid sequence shown in SEQ ID NO. 2. 

12 (amended) . A non human transgenic mammal [or mammalian 
embryo] according to claim 10, wherein the DNA sequence codes 
for the peptide corresponding to amino acid no. [1] 30 through 
no. [224] 253 of the amino acid sequence shown in SEQ ID NO. 2. 

13 (amended) . A non human transgenic mammal [or mammalian 
embryo] according to claim 1, wherein the DNA sequence codes for 
the peptide shown in SEQ ID NO. 2. 

15 (amended) . A non-human transgenic mammal [or mammalian 
embryo] according to claim 1, wherein the [DNA] heterologous 
nucleotide sequence is SEQ ID N0:1. 

16 (amended) . A non-human transgenic mammal [or mammalian 
embryo] according to claim 1, wherein the promoter is a 
heterologous promoter. 

17 (amended) . A non-human transgenic mammal [or mammalian 
embryo] according to claim 16, wherein the promoter is an SV40 
promoter . 

18 (amended) . A non-human transgenic mammal [or mammalian 
embryo] according to claim 17, wherein the promoter is the SV4 0 

early promoter. 

2 0 (amended) . A non-human mammal [or mammalian embryo] 
according to claim 1 [19] , wherein the mammal exhibits an 
abnormal skin phenotype . 

21 (amended) . A non-human mammal [or mammalian embryo] 
according to claim 1 [19] , wherein the mammal exhibits [an 
abnormal phenotype or] predisposition for cancer. 
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22 (amended) . A non-human mammal [or mammalian embryo] 
according to claim 21 [19] , wherein the mammal exhibits a 
predisposition for ovarian cancer. 

23 (amended) . A non-human mammal [or mammalian embryo] 
according to claim 20, wherein the mammal exhibits an abnormal 
skin phenotype resembling a skin disease. 

24 (amended) . A non human mammal [or mammalian embryo] 
according to claim 23, wherein the mammal exhibits epidermal 
hyperkeratosis, achantosis, epidermal and/or dermal inflammation 
and/or pruritus . 

25 (amended) . A non human mammal [or mammalian embryo] 
according to claim 24, wherein the mammal exhibits an abnormal 
skin phenotype resembling inflammatory skin diseases selected 
from the group of diseases consisting of epidermal 
hyperkeratosis, acanthosis, epidermal inflammation, dermal 
inflammation and pruritus. 

26 (amended) . A non-human mammal [or mammalian embryo] 
according to claim 23, wherein the mammal exhibits an abnormal 
skin phenotype resembling psoriasis. 

2 7 (amended) . A non human mammal [or mammalian embryo] 
according to claim 23, wherein the mammal exhibits an abnormal 
skin phenotype resembling chronic atopic dermatitis or chronic 
eczema . 

28 (amended) . A non-human mammal [or mammalian embryo] 
according to claim 23, wherein the mammal exhibits an abnormal 
skin phenotype resembling inherited skin diseases with epidermal 
hyperkeratosis . 

2 9 (amended) . A method for making a transgenic non human 
mammal [or mammalian embryol . which is a rodent selected from the 
group consisting of mice, rats and rabbits, having integrated 
within its genome a nucleotide sequence construct comprising (1) 
a heterologous nucleotide [construct comprising at least a 
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significant part of a nucleotide] sequence coding for a stratum 
corneum chymotryptic enzyme (SCCE) [or a variant thereof] and 

which hybridizes with the c omplementary sequence to the 

nucleotide sequence SEP ID NO:l under strin gent hybridization 
conditions, or (2) a heterologous nucleotide sequence — which 

encodes the same amino acid sequence as that encoded by the 

heterologous nucleotide sequence of (1) , operably linked to a 
ubiquitous • promoter that drives expression of scce [or a variant 
thereof] in skin, the method comprising 

(a) constructing and amplifying [a] said heterologous nucleotide 
construct [nucleotide sequence comprising at least a significant 
part of a nucleotide sequence coding for a stratum corneum 
chymotryptic enzyme (SCCE) or a variant thereof operably linked 
to a promoter that drives expression of scce or a variant thereof 
in skin] , 

(b) introducing said heterologous nucleoti de construct into a 
non-human cell from a rodent selected from the group consist ing 
of mice . rats and rabbits [said heterologous nucleotide 
construct] , 

(c) using said cell or the progeny of said cell to create a 
number of putative transgenic non-human mammals [or mammalian 
embryos] , and 

(d) selecting said non-human mammal [or mammalian embryo] having 
said heterologous nucleotide construct integrated within its 
genome . 

3 0 (amended) . A method for making a transgenic non-human 
mammal [or mammalian embryo] according to claim 2 9 wherein said 
operably linked ubiquitous promoter drives expression of scce [or 
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a variant thereof] in epidermis. 

Claims 5-7, 14 and 19 have been cancelled. 
Claim 59-69 have been added. 
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English translation of claims 

1 . A nucleic acid encoding a serine protease inhibitor comprising a gene 
according to SEQ ID NO:1 or an allele, a homologue or a derivative of such a 

9ene '' ' "■.! " J ; ' , : ,y .: : ^7\ J;^ 

2. A nucleic acid encoding a serine protease inhibitpif: jC^'rp'pi^ing''^ gene 
according to SEQ ID NO:2 or an allele, a homologue or a derivative of such a 

gene.. .. /i : ; ', » r^-- ^ ■ . : if 

3. A nucleic acid encoding a serine protease inhibitor comprising a gene 
according to^EOt jslQiS, or $q t allel^, i&ftomologue or a ^deriy^tive of such a 
giena * ' V : ur-V> r 

4. A nucleic acid encoding a serine protease inhibitor comprising a gene 
according to SEQ ID NO:4 or an allele, a homologue or a derivative of such a 
gene. !! v '\ ] , 

5. A serine protease inhibitor encoded by a nucleic acid according to any of 
claims 1-4 : r - v f: r... 

6. A transgenic, non-human mammal, the cells of which express a nucleic acid 
encoding a serine protease inhibitor according to any of claims 1-4. 

7. 
8. 



A transgenic*! trib{i-tit^ 

^r^sidri;i)c^ii-S: rn fefrifleijft^^ 1j? ^ ^ ' v p 

A transgenic, non-human mammal, where the foreign DN^ comprises a 

riucteifeafcid''^ '! * k 

A transgenic, non-human mammal according to claim 8; where the foreign 
DNA comprises a promoter of an epidermal keratinpcyte specific protein and 
where this -ptomc^^rl^^^h^iBjb^ to jpjnc^idfe tNisrf iltie irktiktih!06ti of the nucleic 
gcid^ccd^ 

10. A 1 tra 4 n^genic r non-human mamma! according to any of claims 6^9, which non- 

HumaWrri^iTi^rbdo^ ^.-:X0\ 7 p^ \* 

1 1 - A transgenic,mon-human mammal, obtainable by the following procedure: 

■ i( , j ... . . >•••., 

a) .inser]tior) r of cQNjfy sequence f Pp^^ipgt to any of clairris: 1^4 into an 
; ^xpr^ssioh vebtoK J ' ! ' v \' L 'v'\ '*/>] r J 

• thrbu^tf lindariiatbn,; into |prbnucjej of lertiliz^d, obc^s .of a non-human 
! ' ; ? jriialm^lil j; • \ * j 1 : . ! , ^!V :, Vi. ?! ! ^g-' •! fli '/Hii'i'; frij-lV^i;}V-^r : ;-.-' .J 

j-. : Y.i\ -h'tk ■'; ■I'--, 'ft;- fjy^f^v : 't v-'. 'if; ; f- ji* 'H>. £{}:■$;.! jvJy I ' 

c) HfiiplaHtati^ pbteinedjir^ of the 

5^ame p i§pecifes as trietidnor sjfi^ of 

d) }^enbfypiriig^h^ step c) provided 

; that cells ^ of the -selected' m encoding a 

. !seriri^'j^ 

1 2. Aitra^|ni|: ; :|>p 3 j^^^s^^r^^j^S^. used in step 
a) cp|mpiises a prdm^tSr-fbV-a which is specific for epidermal 
kerajkinocytes • 5 1 d-i^ i 4 -}S^ ■■■■' ! , v . • k }$p-> ■ \ . 

1 3. Celiular tislstie', pref^ mammal according 
to any of claims 5-1 21 ' ■.' ■ ;: - j *!. . f '^ :! m H.^ f /^i.-.- 
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14. A recombinant DNA expression vector comprising 

a) a nucleic acid according to any of claims 1-4 

b) a promoter domain for an epidermal keratinocyte specific protein by ! ; 
which the transcription of the DNA sequence defined in a) is controllable. 

1 5. Use of a recombinant expression vector according to claim 1 4 for the 
generation of a transgenic non-human mammal or cellular tissue from such a 
mammal. 

16. Use of a transgenic non-human mammal according to any of claims 6-12 or a 
cellular tissue according to claim 13 for the investigation of the modulation of 
the expression of a serine protease Inhibitor according to claim 5. 

, . $ >:. : fco I p.fl^VfiffSSPfl * Pago 

1 7. Use*of a transgenic non-human mammal according to any of claims 6-1 2 or a 

cellular tissue according to claim 16 for the investigation of the effect of 
substances inhibiting the expression of a serine protease inhibitor according 
to claim 5. 

1 8. Use of a transgenic non-human mammal according to any of claims 6-1 2 or 
cellular tissue according to claim 13,for the* investigation of the pathogenesis 
of cells. 

1 9. Aft antfe#n^i y^rliJci^fc ^HicM biriMltala^ingle stranded nucleic acid 
abcordjnj^ ■ v - 

20. Arfja|^ Millr ^ccordin^ 

tp|claii^j5^;^ji|U!v^H ^M^^te^v Wttyftf m%W\*9 <° V :!aim 14 lQi ■ 

21 . «^ 
jaccordirfg to claim 5. 




